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Alerting Abstract WO A2 

A disposable package (I) comprises a container with a wall collapsible by 
application of a force causing a pressure of 3 00 psi . or less; and a porous 
membrane with a pore size of 0.25-6 micron. Also claimed is (a) a 
disposable package (II) comprising a collapsible container for a liq. drug 
formulation with a channel connected to a resonant chamber; (b) a 
disposable member comprising an interconnected body with openings each 
covered with a membrane with 0.25-6 mum pores; (c) a disposable delivery 
cassette contg. a disposable member as in (b) or package of a series of 
interconnected drug containers as in (a) ; (d) a drug delivery system 
comprising a cassette as in (c) , a transport mechanism to move the 
containers into a drug release position, a mechanism to apply force 
mechanically to the container, all in a housing; and (e) methods of 
intrapulmonary drug delivery. 

USE - For the controlled intrapulmonary delivery of aerosolised, flowable 
liquid formulations. 

ADVANTAGE - The device does not use a CFC or HFA as a propellant. It is 
hand-held, self-contained and portable. It pref. operates in response to a 
signal obtd. by measuring both the inspiratory flow and lung volume of the 
patient to calculate an optimal point for drug release so that 
repeatability of dosing is optimised. 
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at least one collapsible wall and configured for containing from about 

10 muL to about 300 muL of a formulation comprising a pharmaceutically 

active drug and having a viscosity of less than or equal to about 50 

centipoises; and a porous membrane comprising pores having a diameter 

in the range from about 0.25 microns to about 6 microns, wherein 

collapsing of the wall forces the formulation through the pores whereby 

the formulation is aerosolized. 
Claim: 

l.A disposable package (1), comprising: 



* a container (2) comprising at least one collapsible wall and 

configured for containing from about 10 muL to about 300 muL of a 
formulation comprising a pharmaceutical ly active drug and having 
a viscosity of less than or equal to about 50 centipoise; and 

* a porous membrane (14) comprising pores having a diameterin the range 

from about 0.25 microns to about 6 microns, wherein collapsing of 
the wall forces the formulation through the pores whereby the 
formulation is aerosolized. 
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Original Abstract: A disposable package, tape, and cassette are provided 

which makes it possible to hold and disperse therefrom liquid, flowable 
formulations including aqueous formulations (solutions or dispersions 
with particles less than 0.25 microns in diameter) of a 

pharmaceutically active drug. In one embodiment formulation is packaged 
in individual dosage unit containers which containers are preferably 
interconnected. The package is designed to be integrated into a 
cassette which can be loaded into a dispersing device capable of 
individually opening dosage unit containers and aerosolizing the 
contents through a porous membrane, into a mouth piece on the cassette, 
for delivery to a patient. In addition to an alongside of each porous 
membrane, the package may include one or more openings through which 
air is forced in order to aid in avoiding the accumulation of aerolized 
particles . The package may be configured so that the formulation is held 
in a container not positioned directly vertical to and below the porous 
membrane, thus making it necessary to channel formulation horizontally 
to the porous membrane and making it possible to include a vibrating 
mechanism directly below a chamber covered by the porous membrane. 
Release of aerosolized drug is breath actuated based on simultaneous 



measurements of inspiratory flow and volume so as to provide for 
repeatable dosing of drug to the patient. 
Claim: A disposable package (I) comprises a container with a wall 

collapsible by application of a force causing a pressure of 300 psi. or 
less; and a porous membrane with a pore size of 0.25-6 micron. Also 
claimed is (a) a disposable package (II) comprising a collapsible 
container for a liq. drug formulation with a channel connected to a 
resonant chamber; (b) a disposable member comprising an interconnected 
body with openings each covered with a membrane with 0.25-6 mum pores; 
(c) a disposable delivery cassette contg. a disposable member as in (b) 
or package of a series of interconnected drug containers as in (a) ; (d) 
a drug delivery system comprising a cassette as in (c) , a transport 
mechanism to move the containers into a drug release position, a 
mechanism to apply force mechanically to the container, all in a 
housing; and (e) methods of intrapulmonary drug delivery. 
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Claim: 

1. Eine Einmalverpackung (1 ), die 

* einen Behalter (2), der mindestens eine Wand aufweist, die 

zusammendruckbar ist, und 

* eine Membran (14) umfasst, 

2. **dadurch gekennzeichnet, dass** die Membran eine porose Membran 

(14) zum Drucken einer flussigen Formulierung, die einen 
pharmazeutisch wirksamen Arzneistoff umfasst, durch die Membran 
ist, so dass eine vernebelte Dispersion des Arzneistoff s erzeugt 
wird, und dass die Membranporen einen Durchmesser im Bereich von 
etwa 0,25 mum bis etwa 6 mum aufweisen. 



l.A disposable package (1), comprising: 

* a container (2) having at least one wall which is collapsible; and a 

membrane (14) ; 
* Characterised in that** the membrane is a 

porous membrane (14) for the forcing therethrough of a liquid 
formulation comprising a pharmaceutical ly active drug so as to 
create an aerosolized dispersion of the drug, and that the 
membrane pores have a diameter in the range of from about 0.25 
micron to about 6 microns. 

l.Emballage jetable (1), comprenant: 

* un recipient (2) ayant au moins une paroi qui est pliante, et 

* une membrane (14) ; 

**caracterise en ce que** la membrane est une 

membrane poreuse (14) pour le passage force a travers celle-ci 
d'une formulation liquide comprenant un medicament a activite 
pharmaceutique afin de creer une dispersion en aerosol du 
medicament, et **en ce que** les pores de la membrane ont un 
diametre compris dans la plage de 0,25 micrometre environ a 6 
micrometres environ. 
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Original Abstract: A disposable package is provided which makes it possible 
to hold and disperse therefrom liquid, flowable formulations including 
aqueous formulations (solutions or dispersions with particles less than 
0.25 microns in diameter) of a pharmaceutically active drug. The 
formulation is packaged in individual dosage unit containers which 
containers are preferably interconnected. The package is designed to be 
integrated into a cassette which can be loaded into a dispersing device 
capable of individually opening dosage unit containers and aerosolizing 
the contents through a porous membrane, into a mouth piece on the 
cassette, for delivery to a patient. In addition to and alongside of 
each porous membrane, the package preferably includes one or more 
openings through which air is forced in order to aid in avoiding the 
accumulation of aerosolized particles. The package is configured so 
that the formulation is held in a container not positioned directly 
vertical to and below the porous membrane, thus making it necessary to 
channel formulation horizontally to the porous membrane and making it 
possible to include a vibrating mechanism directly below a chamber 
covered by the porous membrane. Release of aerosolized drug is breath 
actuated in a manner so as to provide for repeatable dosing of drug to 
the patient. 

Claim: 

l.A disposable package for use in aerosolized delivery of drugs to the 
lungs, comprising: a container having at least one wall which is 



collapsible by the application of a force and having at least one 
opening, the container having therein a liquid, flowable 
formulation which includes a pharmaceutically active drug; a porous 
membrane covering the opening wherein the membrane pores have a 
diameter in the range of from about 0.25 micron to about 6 microns; 
wherein the formulation has a viscosity sufficiently low such that 
the formulation is aerosolized to particles having a diameter of 
about 0.5 to 12 microns when force is applied to the collapsible 
wall and moved out of the pores. 
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Original Abstract: Liquid, flowable formulations including aqueous 
formulations of a pharmaceutically active drug are packaged in 
individual dosage unit containers which containers are interconnected 
to form a cellular array designed to be integrated into a dispensing 
device capable of individually opening dosage unit containers and 
aerosolizing the contents through a nozzle for delivery to a patient. 
The cellular array is comprised of a plurality of containers with each 
container having an opening (s) thereon from which a drug-containing 
formulation may be aerosolized. The dispensing device is a hand-held, 
self-contained, portable device comprised of a means for removing 
covers from the containers and automatically dispensing the formulation 
from individual containers, preferably in response to a signal obtained 
as a result of measuring the inspiratory flow of a patient. The 
cellular array is loaded into the dispensing device to form a system 
which can be used in a method of delivering drugs to a patient via the 
intrapulmonary route. In a preferred embodiment each container includes 
an opening covered by a membrane having a plurality of pores therein 
wherein the pores have a diameter of about 0.5 microns to 50 microns 
and the dispensing device includes a vibrating device which creates a 
vibration frequency such that formulation forced through the pores is 
aerosolized to particles having a diameter of about 1 micron to 100 
microns . 

Claim: 

l.A hand-held, self-contained drug delivery system for intrapulmonary 
delivery of drugs, comprising: 



* a cellular array comprised of a plurality of interconnected 



individual containers with each container having a disposable 
membrane thereon wherein the membrane includes a plurality of 
pores therein which pores are provided in a pore density of about 
1x105 to about 1x108 pores/cm2 and which have a diameter in the 
range of about 0.5 to about 5 microns the container having 
therein a liquid formulation comprising a pharmaceutically active 
drug wherein each container includes a wall which is collapsible 
by the application of sufficient pressure to force the liquid 
formulation out of the container and form particles sufficiently 
small such that a patient can inhale the particles; 

* a transport mechanism for successively moving each individual 

container into a drug release position for release of the drug 
therefrom; 

* a mechanical mechanism for applying force to the collapsible wall of 

an individual container upon actuation; 

* a housing interconnecting the transport mechanism and mechanical 

mechanism, while allowing the cellular array to be moved so that 
successive containers on the cellular array are placed in the 
drug release position; and 

* an instrument for measuring inspiratory flow and sending an 

electrical signal as an indication of the measurement; and 

* a microprocessor programmed to receive, analyze and store the 

electrical signal of the instrument for measuring flow and upon 
receipt of a threshold signal value sending an actuation signal 
to the mechanical mechanism for applying force. 
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Original Abstract: A disposable package, tape, and cassette are provided 



which makes it possible to hold and disperse therefrom liquid, flowable 
formulations including aqueous formulations (solutions or dispersions 
with particles less than 0.25 microns in diameter) of a 

pharmaceutically active drug. In one embodiment formulation is packaged 
in individual dosage unit containers which containers are preferably 
interconnected. The package is designed to be integrated into a 
cassette which can be loaded into a dispersing device capable of 
individually opening dosage unit containers and aerosolizing the 
contents through a porous membrane, into a mouth piece on the cassette, 
for delivery to a patient. In addition to an alongside of each porous 
membrane, the package may include one or more openings through which 
air is forced in order to aid in avoiding the accumulation of aerolized 
particles . The package may be configured so that the formulation is held 
in a container not positioned directly vertical to and below the porous 
membrane, thus making it necessary to channel formulation horizontally 
to the porous membrane and making it possible to include a vibrating 
mechanism directly below a chamber covered by the porous membrane. 
Release of aerosolized drug is breath actuated based on simultaneous 
measurements of inspiratory flow and volume so as to provide for 
repeatable dosing of drug to the patient. 

Publication No. WO 1994027653 A3 (Update 199611 E) 

Publication Date: 19950209 

Assignee: MIRIS MEDICAL CORP (MIRI-N) 

Inventor: LLOYD L J 

LLOYD P M 

RUBSAMEN R M 

SCHUSTER J A 
Language : EN 

Application: WO 1994US5825 A 19940520 (Local application) 
Priority: US 199365660 A 19930521 

US 1993166972 A 19931214 
Original IPC: A61M(A) 

Current IPC: A61J-1/00 (R, N, M, EP, 20060101 , 20051008 , C) 
A61J-1/03 (R,N,M,EP, 20060101, 20051008, A) 
A61J-7/00 (R,N,M,EP, 20060101, 20051008,0 
A61J-7/04 (R,N,M,EP, 20060101, 20051008, A) 
A61M-15/00 (R, I , M, EP, 20060101 , 20051008 , A) 
A61M-15/00 (R, I, M,EP, 2 0060101,20051008,0 
A61M-16/00 (R,N,M,EP, 20060101, 2 0051008, A) 
A61M-16/00 (R,N,M,EP, 20060101, 2 0051008,0 
B65D-81/32 (R, I , M, EP, 20060101 , 20051008 , A) 
B65D-81/32 (R, I, M, EP, 20060101, 20051008,0 



<19>H#H4«W (jp) (12) ij^F fft & 



(45)3&ffB ¥$15^2)3100(2003.2.10) 



2) (id mm 

#^3375637^ 
(P3375637) 
(24)S®0 ^14^11^290(2002.11.29) 



(51) IntCl. 7 
B 6 5 D 81/24 
A6 1J 1/14 
3/00 

A6 1M 11/00 
13/00 



F I 

B6 5D 81/24 
A 6 1 J 3/00 
A6 1M 11/00 
13/00 

A 6 1 J 1/00 



3 9 OS 
M?m<D&Si& 29 H) 



(21)fflS#^ 


»!i¥7-500896 


as) mm 


999999999 










(86) (22)ffi|g0 


¥^6^5^ 200(1994.5.20) 
















ftj|¥9 -503723 




3929 


(43) £3:0 


¥f£9 ¥4 £15 0(1997.4. 15) 


(72) %mm 


n-fF z?n> 


(86)HISfflK#^ 


PCT/US 9 4/0 5 8 2 5 






(87)BH&&&8#^ 


WO94/0 2 7 6 5 3 




U>^ )\i/x.>? n-F 7 


<87)BIS&9I0 


¥f£ 6 ¥12)3 8 0 (1994. 12. 8) 


(72)f8W# 


D-f F tf-^- XA. 




¥$13¥2/! 1 0(2001.2. 1) 




7*'J:2j"&*B *U7*;^7W :fr 


(31)ft$fe«£&#*t 


0 8/0 6 5, 6 6 0 




-?7>F XJk^—^U- F^-fT" 


(32)«$fe0 


¥f£ 5¥ 5 J321 0(1993. 5.21) 




6239 




#B (US) 


04) m a 






0 8/1 6 6, 9 7 2 




#a± as 


(32)«3fc0 


¥$5 ¥12)1 14 0(1993. 12. 14) 








*m (US) 















(54) [fflflogft] x7ny;Wb*ttK»lc!)IHift(ftS 



(57) mmmwm 

tf JBOJLtfO. 25 5*0^565* P > S T'£D|gH^iI 
[11*92] HS-rsjSftKJ: !3— 3lcHSLfc-oS 

[11*95] lm.sq.fr&la.sq.STWKH©* 

ts*w , r«iSi«-iiiKtt«'rsio*»6io.oo(MHo?L* 



2 

Sty. IS#o«5H4iB«O^^T^<y^-^. 

[ii*96] ?L^ixio 4 ^6ixio 8 ?L/cn, 2 z?<d%&&<d 

£JL!I4>K:f?ftU *bT!B*«20psi*6l00pslST*© 

mi*&K%mto%.%zt\c&mmm, mm 

[IS*97] SS&tf, 1^6»tt©<iD 

D££^ tt«D^50psiOT©i±^££l^%#n;l 
§CfcK:J;!)«n5S, ff*©$EH 1 iEtM^JTt^ 

[11*98] gj®Lfc^WK:ffitt©£5Ig»b^?8rt 

5MiP«!8:§S%^*x ftintt&SS&ttSOpsiETF©* 
©E^U'&iPK. § c c «t 0 flS« S X D IMS 



3 

b m-r <fc a ft*S"p20jtp s> 2oo ps i * t?©jee?j i; s # 

iiBlcffLffl-r*ife-eiiWSn5S«», fc£tf!?U) 
CM*fil 2] «¥WKJS5tto***ft^, 20 

r V- FfecfctF h y ta>v a xr-fe h- K*£trsc 

^O 

ft, fc«fctf0.255^nyfr66 5^ay*T»o(BHOit 

mmt%mn®*m?MMm>t$t3*><»-Qtb^ 40 
t, isasLfc^ftti^wipspt-ot— oojan? 

[W#Jgl 8] ?L*nxi0 l ^e.3X10'?L/cB ©?LffifiT-# 

[fi*Sl 9] ^?UWlsq.ii.6^1sq.ci.O«B!OlR 
«-iBK:iOA^io,0(XHB©?L%^ty, M^SfflmHi 

X, ^?lJ!K«t)nfcBBP«S5^S^C0.5-fe^^-* 



f#ffF3 3 7 5 6 3 7 

4 

-7M^&3f£l^T^ B a n o 
[||#82 1] MJgfcJ:9«fenfcMP$fc«&L;fc 

[fl*S2 2] 0.255^ay^P>6 5^pyf 7?<D|gH 
&#fey bo 

[11*12 3] !l*0©H22ia«©ffil^Tltlli}MA 
^^Tl»3MA-by h 0 

mm.2 4] ^^§§*^?Li^Miftt iDiisb 

T^S, II*©|gH23fa«©ffil^Tl»iM*b7 

ho 

[H*S2 5] M$©f5H23!S«©$l^TM» 
■fey Mcfc^T, #l^WOpsiWT©E^*^i: 

«!b^ffiT6nT^S, $^}tTimM*fey h 0 
[W*«2 6] W*©|gffl23tE«©*-fey hfcfei^ 
T, SBfc, £?Ll^o.255ypyfrS6 5ypy£-? 
0«H©itS©?L*^*, 1mm 2 ^5 km 2 *?Ol5H©«B 
Hc-ffi 1 lOfr & 10,000<BO7L*#*, il^Pfr 5 ttJT^ 

p*dtr*-bv ho 

[»*S2 7] 8Wfr54,OM*P'VVy0EH©Jgl&l8 
«H23E«0*-fey ho 

[»*^2 8] mmmmc&>o%imtm%Lxio 
o> %LxM¥mc%m&m^zf;timmtm$. 
mm&Lx^&&mz%m^m^y'r~i?m 

fey hvmmzwmmmmtoznzmti&m 

H28!5«©> / XTi.o 

[11*53 0] SMitlfP^, lMPOlP»?> 



5 

[ft *9 3 2] f|*©SBH29lBS©yXrAicfcl>T, 
tf, S!j¥JA^?Lfll*^8itHlt5*lRli:Jt«LTifeSfta 

E^aj-rs <fc 5 cffiatsigpap^^-rs^xr A 0 

©yXrA£%££#5J±«£M£SBe#fr, lit*© 

[11*93 4] n#oi)axLfc^*2SMffi»iap^ 
[»*«3 5] turn @ig-r*fcaiabfcs»tf 

SHWS«lhi6Tf<&S, tt*©iEB28ffi«©g»tar> 
XfA„ 

[§t*93 6] H*0«H28E3SOl6«SiftjM^^rAK 

aw *7 d VMtztiz «k ^ fcfflftft-eiHBrr s fc&© 

[!f*93 7] i&m®I£iJ£Ul£©i^ 
LT*SHi*t*3i&5St*#&, If*©$BB28©l§ftil 

[ff*93 8] «*0«H370«IWK6*>XrAI«:i3i^ 
[gf*93 9] ±@K, 0.25fr5 6 5^oyO«BIOH 

800^64, 000*P^y©fEB©Sfj£5<T\ 8»J*?Lfr 

[ff*94 0] ftfr&ff Ltb$nfcSi9JA^0.5*»5l25 
* d y ©«5H©i£g£*rr 5«?£St?x7 o 
l!*©fSB39fB!l©m 

[f!*94 l] fe5>hfiLbW).5fr&l25 
VuyiommWZttZ, fl*©tBH4lfB«©£ 

So 

[ff*94 2] e?W5^— bi/HjU:*H).5A>5l25 
^ny©§GB©ffS£lff^ W*©fEB40fBi!©£ 

So 

mx\ zmmmwtmnm^mwLm 



6 

[ii*«4 4] miftmtmmmmmm^ 

fe«ttf, E»Stifc«SI* % 0.5^5125 i'py© 
[§f*94 5] ^©^;l/X^-#JMT©B#nt^/c§- 

So 

10 [11*94 6] m^±20%©lEHrt©Rl-©^t$^ 
tf*©i5B45iB«©£So 
[ff*94 7] SW±10%©IBHrt©[B]-©^^$% 
ttS, ll*©IBH46I3«©73fc 
[ffl*94 8] fitftf±5%©«SHrt©l^-©*f S£ 
*Tf 3, II*©iEB47fB«©£So 
[ff*94 91 8O0^P>4,O0O^P^;V^©lEH©aa 
Tffi»«-&* Ck««6Kd«T, ffl*©fEB44iB«©# 

So 

[88*9 5 0] MJf^©S?©Mtffi©£fttTO3: 
20 ^t^T8Smt5S^*4^t5ili:%^ II 
t©l6H49lBi©^So 

[11*95 i] *-«f^?Liic«kD«tetifca»oi«n 

«5*W-r V^T ©gf^nS: * SciEg b T 

30 %t;mmmiszTi>o 

[ffi*95 2] ^?LlA^7Ktt©%H*^*, W.25 

1 cm 2 ©Uli-ffi \C 1 Ofr & 1 0 , OOOf] <D?L jWW 5 , II* 
©IEH51©ltlii^yXrAo 
[11*95 3] l^»scrStt©&3I*^MiJ£0. 

mmmifr &ft l a $ n § pa, soo^ 5 4 , ooo+ u^vy 
<om<owsm<omx'mt^z.t, tszv 
40 ?L^e»ffbi±i$n/cx7pyvwM^55A-r?>;:t, 

*mm, «tur, »©wrt»Mt£^Tffl^e>ft 
ma, x7P7;Wbb/c»tt©fe§WJ©w$n/c 



%mitm&<D-&Kisz ccFcsy-caHFA) 

■sen, aEoffirtfcftinsn, -flawed 

»KA§§ (MDI) fcLTafcttSSSteffl^SZlfcEJ: 
o©^S{±, ftttSMftfrB, £#£!RA 

& 0 Wit If, #81^83. 187,7483:3,565,070^:3,81 
4, 2973:3, 826, 413^:4, 592, 348^:4,648, 393^:4, 803, 
9783:4,896,8323 ; fc«fctfx7nvOU i^~X7^^ 
il-^- 7>F ^■Vy'f (Aerosol Sheathed Act 
uator and Cap) t LTtt&n53ll'Vl'Xfr7fr6A¥ 

©IE b < ft^jSTfSB*fm**ii«0*«l»aa!i** 

o , nso ttmtvwk Lit *ot%ct mmcm 

a»»fcSLTftfflt*^Ol: Ka*-#> (halohydr 
ocarbons) ^AOij-Jy (halocarbons) ©^ftfg 

mttt%\cmmz&z2ftz>t^o£tx$> 

Sti, lii i -9-^X^A^<ifP>o<Bjt»feD, At 
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SftTtfc. 3t«!fgf4,484,5773«s »©MI:L 

3043a, m%t>m£u^^$~>imiz.t%£o 

MLX^io *H#rr3§4,677,9753S±, 

Attttmt^tj&^-r/'c*©, iiw^f^fcj; 

mmtzmimmbxi^o l^l^b, ^ne 
©sst», mmmmnx^r^mmmmmz 
^nmm>^-y\tr^x^r^m, %Lxmm. 
mmmmwrnmimxtfo^ick^m 

TByron (ed.) .Respiratory Drug Delivery.CRC Pre 
ss.Inc. (1990) ; Newman et al. .Thorax, 1981, 36: 52-5 
20 5;Newman et al. .Thorax, 1980, 35: 234 1 Newman et al.,E 
ur. j .Respir.Dis. , 1981 ,62:3— 21 land Newman et al.,A 
m.Rev.Respir.Dis. ,1981 ,124:317— 320J ©W2EfCcfc2> 
£ y x7n»/;Wfc^*0-iaoBf!ROIHK, 

mmut ( i ) mmm, worn* ^mmm 

(2) xrvVM? (t%t>%, *»HfcSft, Sftte 
<fctf«J±;tfX) ©1MX, #fe«fctf«fi (3) ,#g©£ 

ztx&%o c(D£oKmiz, mmmzmbx 

oaWttt 1 Lfe* fe r> t fe»S U">x7n V7b5 X b © 

40 §o *H#lFll4,790,305#{i, S-1*H9JT\ 
3*»J»t § aJSfflW t U 7 -r x v > 5 <: t K J: D , 

mmm^-fxmmt^ntimmbx^o 
mmtmt , 926 , 852^ x*wm%rc$> 

-**yrt-'\o)mmz'mtzct£mLx^ 

%o *H«3ffS4.677.975^fi, HRLfe^XWl© 
x7PV;l/S^-r^Ti^St5ISt(5gl%ffli^i*g 
50 SKKMaLT^So *H«FfflFS3.658.059#{i, IS 
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we, M^t^ctTfe^ 

(2) m\<om. (3) mm 

3,991,304^*3cj;l54,852,582^*3d;tf-a-- ; <'y (Newm 10 

an) b<Dmmc±m<Dc ttmmsnx^^xm 
cdc to <$%x\ ctibQfflk&xmmm&m 

E^TfrfcftT * fc. If §54 , 852 , 582*1 $ fc, 

**st)igniHstsi:i:A^tfti/\ tftto^, mm 20 
mn\<»^7uV)\>*&mmmmmm^x, m 

§o 30 

wMbrcmm<D^<mm^tMcmt^tix 

*%IISCfcEHLTIB]Bi:&-3TVV&. 

S fc iiHlA 1 5) 7 * 7 y $ fc « 5 X h m *) m tc ib 

e> mmmm®Lx^% 0 mm^wfrbmntc 
T^od t^-ef , ttfx'%%$&mx 
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#!HfcUT*WW*R:#*n5 rpCTlfflW092/1105 
S3 . 81 2 , 854^1 974^ 5 % 28 0 8ff J £ S ft T I > 

(ommnmcm^fmm w\ s 6 k 1 5 -o© 

i^cfcl?**. cft&*5j;tH-©fiil©KM 
J8lli0S» 

(1) 0.255*pyfrp>6 5?py©iBH©i»IT\ ¥ 
^■feyf-^-h;bfe/cOlX10''^6lX10 8 {i©?L (fcL< 

Wfr5icm 2 ©S!$El0frp>io,oooffl©?l) 

x'^it^~-D<Dmmmtmmmm^ 

(2) gf-ny^-My)^ (1) CEKOfeO-e 
- h * y h t ISSpJti^lic £ 0 IIS Lfcl&ra 

(3) 3LOE«ttV^45E«-et«k<x v<oo«« 
%^A,f^TtJ:V^ (1) f/ctt (2) iC|B«©S©S 

mii<DUummxh%/^ f r--y\ 

(4) SfgLOi, 

lo Tt£»f § J; 9 S«aol9SISg§*^tyi£figSrt 

$tST-7<D%mX>$> % g(! n n p 

(5) jfia©e^s/>^§§sort^$fctisiiH8© 

-#ffi©S^«!&Ml#£iR)itTK;SS[$n5 J; 5 

Zfttz, (1) , (2K (3) , Sfctt (4) CQgfl 

( 6 ) ^WtrStt^:ltlOSSi^JAlt#iC^ LTfit^ 
tl5£?fc, (1), (2), (3) Sfett (4) ©» 
a ° n , *-byh, f/ctt^7^-y*g«Tt5rag 
Bo 

(7) »affl»HJOJ:3fl:«»Jox7n 4 /;Wk5Xb* 



(6) 
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mmim^t ixmnzmicmi?, mm 
l < mm-oz. t mis , ii^r^it/nrsgftg 

SSSffitttsck-pss. 10 

*f§W©fe5— 3©Mgft@««, ^©gffi©— ofts 
fc?L*8o«l#*#^ ^LT'>ft<fcfeg§§©3Wi 

tirSf»rtE*sn5«*tt«i»j!WL*)i o ff l 

fe?-o©@Wti, il-ny^-MyHiiM* 

TUT fcftfcSSrn h * > h tt(aw»*i:IS^t 
St, }S«Sfc{i®ffl?S*^L, £?L§i*floT, x 20 
7D LTJgtfctt&StiS <fc 3*, 7j<Ocfc a ft$ 

fe?-o©@Wii, ig-a^-M^bgffitfcti 
ran >7<- h * y h Sffi0?LE$iJ*«l«-r %z.tx& 

So 

9u zrdtmicmiLm) znmwm^xo 

£11£#S c t fc «fc 0 £ fc!4S»olW«fc:?L*}Bja-r 30 
fe©£«t£i:i:T*&So 

fe?— 3©@Wtt, 81fc#T*8-5iItfT*tS<k5 
SfrS ffiS* •& 5 <fc 3 ftffiS(SB£}l« 1 5 C 

{£^}&T©§i§£ffli>Sfe?— o©a£&, §SJ±- 
fe a — o©f O^ii, l!#Jtfft%5%£§ I ZMCtiSM 

t, ^©8»s-3Vt, sstifig-f asftiossi so 
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fed— OOSWtt, lp a nOra©tu, IB, t£©Mft 

rtssMt KWfaitm £ < #*&-r s m t h t s & 

?Stt©**«**« (MMMtSfcWo&gftWI 
*IP3©fe?-0©<f», ^•y^r-5?0*«»*'- 

ztx*$>% 0 tmamt, feotfe»^aj»^o.z55 

Sg©RilS©?L*feoffV^)itjg}fiLTl^ 0 
lf/£fc&Ay f~9'<Dmmm~T& K> , ?L^'0.25 5 

H©gs^)i(c io^ e. iooooffl©?L*^t 5 «fc a ft* 

Mfl L0. 5 5 * n p> 12 5 ^ n y©jlg©||-^nfc 
tftW'T X*8 0x7 d D tBt =k 5 ft^S"efi 

»S"a-*«»«iisfc(4afi«iaM#igi»fi*^€yi: 

*H0fl©fed— 3©@Wii, »#oxrnv^;Wtsn 
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Bxm%ttst\,^ctx$>% 0 

fe d; tf / £ fettWKfiEaoWglBt** 5 * /< y fr-5>± 

mmmzztx&Zo commit, mmmmic 20 
£<omzti, mmnrzZLx/zrtimmnz^ 

H*ft L/c A 7 r U -fcittt* Set, * L TSI*^ SB 
o^;V*^tSfci&otfxhvS/'c(i^p-*««t 30 

m-^-u aft, effect tf&^©««©ii 
msirzmxmnzo 

#fi$i©fc? — 3©I««, £K©£#0»^©** 
fecfcy'ltCP'NCDxTD^WMOiKtBKiatS 
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TSMMEt- Z ZMm § <: E «k D , ESSA^iEfitKM 

tt& mwmmm s c te <k 0. * lt*w«b* 
hi a, *aw©ffi^»T/Wfr-s>©*WB"efc 

B3«, *%f£©&l^T^yy-^©±ffi0T*& 
§0 

M<D±mmx&z>o 
m 5 *mmv&^m^y ^-^©-^©kb 

06&, *HH^OfI^f§T^7^r-v ; ©fed— 0©1 

u'SMWL©K®0-es§ o 
B3Lo±iiiHTf*S. 

ia 9 a, *^©^iagi© h y <D±mmt 

01O«, Zfig8©ffi^&T/Wfr-S*D»rffi0-e;& 

So 

Him, 3oox7n»/;m;ftKfe^*, 

mmt, mmm^m7—-?<Dmmx-&% 0 
\,^XT--7<Dmmx$>z> 0 

mwmmmmx&Zo 
mmz, *mR<Dr.mxy^-h*yh<Dm^m^ 
y j r-y'(DWmmxh%o 

©ffv^Ta5 B a B©KS0-efe5o 

E918& *^©53 v iagH*©rai!igt§rtKjiB 
f r-^«©flV^Tg|5p n p©»fffigl'e^5o 



(8) 
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ctzmmmi\ mmmias^xm^ma, 

ICs T a j TandJ fc«ttf TtheJ ti\ Hf!5fr£& 

^LT^av>Roafto*f«*d«yi:fc*aitbattn io 

tf«:5ftt\ lot, 0H*{£ W (a formulatio 
n) J fc^53K*ttB&5«#l0fi^fc£*, TffiK 
OT^ri (the method of treatment) J tV"5^(iS 

i^rgea* nfc*}* fc«fc if*K t mm &itam<Dt> 20 
SI 

(package) J fcjctf r«V>»T/<y^- 
(disposable package) J fi, *B^ffl#tfeVTtiS 

s«^n§) *£#«8snT (««{ctsa>L/cj; 30 

(SS^HWWfK) J:5K«MH-**iT^*. m^X 
SMWUM^»T3o SWm©ff^g£fc 40 
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**awK^«y?saij-e* o , 25jt{cfct>T7j<©f I !;g©i . 

25fi*»*nWT©*SfiO«»Jt?*-5o rt^Wgjimi 

mrnxx^mmmmmmtzc 

t C «fc 0 S^tittHcttttlft § t d t> k oog 
r#-fcy h (cassette) J kfofflsgfi, $H;b^- 

(dosing event) J fcl/^fflffitt, JftftS 

m^vmrnzftictzftZo tot, 

tciO#«l*I> » i l < iiSWc 1 - 2 

^-|t^ (monitoring event) J fecfctf Tij^ 
(measuring) J kl^fflBtt, *»WKfcV^TftSK 

^ST*l6t!j*§S!b^ff Lffi-r§8§©S©fl»a*5 1 tig 
l« (n-^-^t°xhy©j;da) %%K$^8 

r^-^-tf^j (±S ©Utti (2^« 

(omtt, zm&mm&nmmmKM^xft 
immmfet%~m±.mmimcts^xmzft 
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mmzmnmcB^cmmvzz ? ft, mam^n 
&*mcn&t<%x&%t^octx&%o -rat 

ft^nsMSAPgttSciTttft^ tiM? 
tl5*OSStt*«S7*5o 10 

<om, iowt, asm «H£^»9iBtt 

7;F7rP-;F (albuterol) «^V^Dfb/- 
;P (isoproterenol sulfate) , BUIM£7Pf U7- 
;1/ (nietaproterenol) > tlf/W^JV (terbutalin 
e sulfate) > WfcidlWfU—)}/ (pirbuterol acetat 20 
e) , t;b><fP- )]/ • 7t)^ r-P — fv (salmeterol 
formotorol) il£^%m^mWt^tS<~^7 F W" 
U^ftffla&fc, ^Vnlf^y^^D^^^ (beclom 
ethasone dipropionate) , 7/UX7U F (flunisolid 
e) , llWfrJy (fluticasone) , 7f V- F (bude 
sonide) , h U 7 Li/ J P 77-b Fx F (triamcinolon 
e acetonide) ft^OXrP'f K»Jtf£SftSo "*R8S 
SftfcBKILTfflv^ftSSBfeJBWCtt, i>'7Pi£^y 
jg^^n^W (beclomethasone dipropionate) , 

F V7Lii/Svy7-& Fx F (triamcinolone acetonid 30 
e) , 7;1/-7'J F (flunisolide) , l8&V7A&i}V 
y (fluticasone) St"OXfnY K8J#3$ti3o * 
OfflORlfcSEffllCfck tV^VVi- FU7i> (cromolyn 

sodium) ftZtotttifW—Y (cromoglycate) 

-Y7v hPtf^AT'PV-f K (ipratropium brom 
ide) ftEflDKnyyfffflttSKiJ^Sti*. #BDI3 

t*S0U ftfc, *®J:5ft38i9J*, SUtEtt^ 40 
I^Sfft»nil»^t$ft^o tot, #£LHH»J 
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So ClOfflSKtt, wyfflpji-e, ^tcffli^n 

t? 1 5 , f*« * <omiM mm® s ? & s 
fci/^fflna, ld 5 o /ed 5 o -esisns 

3SS&l<D?&liiJ§S££*,> L&o (§»50%) fctt, 

®]ti©5o%£iM8ij©m^»2n, ed» sa 
afflsft©5o%k:ws!iftSSiJofflfifcSg*n5. feSfg 

1 KftS (OS 0, LDso /ED» tfSU 1 CfFL 

fefc^-rfe*, *o?&a«g«{i!R<ft5. fftt>^ * 

©«fc 9 ft3g^857£ SffiMBHtf i*K 

mcimtnmwtt^imwMmmtrjioXh^ 

^ oSDTkjSffis x*v-;l/}8}& 7K/x^y-;l/?g 

msmfetzmmzo vmt, mmm mo 

S»*Uyb;I/«T*a£-r*. i# 
PI©»Jfftv« (FEVi ) fcftCMtSfc, MtMt 

%sfi«£M-r5 <: fc^-e* So %timmwi%.xm 

M(cftS©tt, M^PrSM!!) Crftfe-S, g^KM^ 

tz6x&% a m^x-siu h%&m~mmw 

fjcDii^T-Sft o fcFVCffl%4 ES-tirSfrfeftlftft^O 
7-^So FEF25— 75. Sfea^nfMlBlC't'lffl^S: 

ft^MlRltfeSo Ir1U<, FEV, feFVClcK^TSffitt# 

±T»fiEfio„ mc, mmmm, vvbii>/ftx 
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znztvo^y mmt s 0 %&M<om%&% 
n^nosaHdussv^icjtK-et (mtf, fev,£ 
s«o««*!pj3rr«oics4o) , sfc, cft?>o& io 

ft, <*«fc«fctf^0H«teLT*J&3rn*. 0>J*lf, 
tt, {WIBtt-eBHJlttOSa*«fct«!UlO«k5a, UfL 

tfi>Kosiw»(iP*«F*#5, mostly ttma 20 
ft t J; o TSsft-e t sa^otsi^sjis-r sfiinitf £ 

PHfiMi, FVC^tfcOM'>£,fcoT1£ftre#S 0 «JA 
AlfeR*jj***g - efcJ:, FEV,{(*^b<M / >T§o $5 

fc^swta, fev, *FvcK3w*jt*"e*-r (-rati 

■SFEVi 4FVC"etJ5) t, f,tt«f,Of,#£fe^T, FEV 30 

, m i < H'>-r s. ftftft&sw^t a ot&g* 

r£7L§lJ tv^fflfgte, flEiVfrS 3 ret* 

$/c, TLOitSiiO. 255*a>fr56 5 40 
yotiHC&D, ?LOfBfitt i W-fe^f-^-h^Sfe 
0 1 xl0 4 ^5^jl xio"ffl©ISH£*5o Sfctt, £?L 
liilL^±!BO^ t $ ffig-C** 5 ^ftSfcttcv* 7 ^ 
- 5>©-*fc t ifft < X t * V\ XT D vOl/fcft 0 Hit 

fi, fW 5 1cm 2 OtfftKttlOfr 5 10 , 000f@O 
?LOT*VT^Tfe£^o Ht& »*L<tt0.25A^3.0i 
g/cm 2 ©, «»3:L<«1.7mg/cni 2 0£fi£&^, $2 
fre>$205£oyO, <fcD#£L<fi8frP>12S^O> 50 
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ttotor% m&xy^vztmmm^ & 

mwizm^xam <omzt 

nmmst t % , mmmimm s t # ic m~zo 

opsiOEtwfrfroTfe, 7t<DBmum% mmb 

W OKt#&ai3gO«£tt*Jfo. JUfcfct, ?L*1 

So si#a, c<D£omtsmMtt%, mom 
*«t*tsffioigtt%#sgt5i:fc*^t, *nt* 

ri^ltssj fe«fctf rgpaj ^?fflt§si, ^il 
mxmtem%nmmmmfc&oxmzftfc% 

m i^^x^m, m^T-^mtt^x^ 

So L^U ^ffil^lSLfc^OffiO^O*^^ 

to 



its ^g«tto#a*a^t s t o T-fc ffl i/ ^ n 

SSB fc /J^ft-1KA§§ OMlT«*^ 5ffl 

^ e. ft t ^ s {g?MoEii^x mm*3.7 o yvi/ft 

tSfci6icffiffitSCt^StLftv\ LfrU 

e. o/Mti-a^ Ag§ t mm. *m \m s si t /j^ 
s*&ST?«f-eatf^i^c*ftgHr*, n^*#(c)i$ 
rtMSST^t s o c <£f ijft # g*ii^t s o 

^fgs^ c #s m\Wfkmm& s i«, 1 » 
mmit&fazt&s&o Lfrbs mm*. mi< 

mftttSo mmits mmm^x^rv^Mt-z 

fiSc»i:tSCi:feT'*So WfflftffigiJtt, 
t«£€ffltSc:t*m5ftTv^SSSiJ^±Sft^ 

ttstottSo b^L, mmmmi, -nawc 

T, |H|MWft^#TMiJO^§§lcAftP»ftSo ^5 
£, *^icMlLTffl^P,ftSgHO»SU^it 

g^T5ctOT'tST^^n-/D-b7-9--A^ftS 
/c46, *381t4, fiSlffjSM»K, ,t,#£WL^lOlgiJ 
^DML, (l)irtBU (2) UStSfctoO^ 
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»T/<yfr-5>, (2) #fCr-^CD»T^bfcffiV^ 
TrPbp^ (3) £R0/<v$--5>$fcttr-7*£tr# 
•feyK (4) b%g«t§cl t^T'f 

fe,fctf (5) mtm$®t\ l ^1'iri'3y& 

tM^mtzmmmwzfioctktZo mm, io 

RD&Btt k fift^to $ ftfc t 0 A o T ^ § o §S 2 fct 
S^t, I*gfflT-73t^oTlgiLTfc^ r-7° 

*^tH2*a*fc, hSOtNoflM&T^yfr 20 
nWCtSt /^y^r-v ; l±©§tl2^-r^TSK 

^ciMwrssfiogpa^fentf, ^£0$ffl^©w§ 40 

1 MlES^WcOSAyn 7 ^ -iWfkUt 3 C t 
03t4ii, HSK^Lfc^y^-v^ffi^ 012 50 
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•ess,, s«ai8pa5i7fcj;m8^e)ijitaiL5 5. 04 

£{iC©«fc5*jiftPtt*V\ EU2©f—7'H\ H3t 
012©r-7T£tf H4 fc60^yfr-S>fc 

Mis ftKBKIWfltSo 
*88?E&S;<y fr-S? l 0i±K6««jffl£ 2 

-p, mi4ti5Kmm^irco hheh, spjiow 

EAr>fc^2tfffifrnT^S. £?LH14^ St§2© 

a, 8!&Jioa^ssfta®*is<*fci&, ^<tfcU4 
14*1 tmrniom i& ix, □ vov*ft d mt 

HTfHl5K^l/ft. §t§2ta, SfctfiWKWX-aT^ 
oTM„ 8882*flUKt^ SS!»J10^»S61K|fi]^ 

s*#/c5i»n5. tft^6«Wiottiiiini*ji-3 

Tiftft, g^l52tS/c^T±&?>n§o tStffi^J 
^lBll©*CSS(?tlS©T', S!8iJl0tf£flJtl4&jI 

fc, fim ««, fc«fctf/£fc«l*SLfc 
«bSa5fl^l:*OC*St»Uv^ttlc, 2f|J-X±«§§§ 
2*llS^-ttTSta6T, *%WO*-bybSfcfiSl 

J±7J*Mt§ t, 2 amT*©Mio^issn^ 

S 2 $(DMM <0«IBf§Sft*Be <"fc fee , IKl l o * t K 
K$tl§ 0 COUKCfeV'T, *^-4tt, 114©^ 
fcgfg$D£PM:T6o BS61{i, 50psiWT©ffi^* 

fe^SKOft^oTV^So SP12«, lg|ftSBl3<D±K: 

1^800-1^4 , 000^ n 7 OleH ©fiii^fi C 5 1 0 



(12) 
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Kit, #>J 7^;Wa©£5E£ 
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^ ©sag* t ^ ^ c mm s T'fe 5 5 0 
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ntct%mm-tftK{&<. bx, mmmummi 
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8»2«BrS0**Sfc-e£S„ Haiti 
^f-K*^»8. «5K, 7Mb7 7/-;l/©£?& 

t, »w£^©$jK£t/cet/c&K«M£ft 

ft^gft, MAseft EC* »Sb 30 

v^SfflilKtt, 7;l/7rP-;k i>'7°nt^y^ 

UH\ ^D^ijy^hU7A, £;J;lH7y hP^7A 

fe«fcl«4fc*ft1iWaSft*tf, Cft 614, HRttE 

fi50ft g -lo.ooo n go«Hrto«*»#ica4"r*. 
attiiofiffiA^s c * 5 1 © t iss b rmz ft fc t 

&£^20%©J««fcoft\ COSWttlO* 

IL&^fcl^ EfcT*&?>, 90%fett3i^ft5tl/^ C 
©T\ Bf!RggfflSi*aHl'rs^i&Kgl*7'p^At 
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bb^s 6 ^ent^ £©•?£§, mm, #m s/c 
«cE»snfeiWB t ^5 ff» t « 1 * «, * 

u stwi fcf±K^watsa!*ffl^-r § t© fc t § 0 

aMK& pJt!© g WC^te€Tr -If § C t 1?X% 

mzmm&ismbmmtomk, te«krf/s 

ffiffl#^-Btu-HIS**S^S»^ttt, ^ft^ft 

it, mmimmmy^^m, Amount 
(omm-Bomummu ma, mm. 

ttcin^T, Tf^Ji, §StsA^»gE$ft§1^0» 

c, memxhzoo mm, mmzv 

SfcfC, aBSteftfctitffi*^ ^©S^*^lofcB# 

gijt^^iffl LT^fc d , mmmmmzMt b 
ttisbmmmmzmbx^z z. tm^m, i# 
icm<Dmmz^x~m(Dmtfmx'h%ti\ * 
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1 ±©$f§ 2 f±, IIJMffiilfel^. 
$8214**1**1, ?tl*in5t «H8©«ffcAoT 

yflto<te!?£8oHffif!*LT^S;fcit>, £#§2©i£ 10 
fcfcfc, «HB2fcAoT^5««10tf, §ll4©£St©?t 

nny^—My h/^y-y— *J 

s&fto cfc a a wpjwtsfr t <: k # t* t s ^ 5 t*& 

§ 0 bfrU *^«C?SSttOj|*Oil'lCl4, 7k^ftTT- 20 

L4 ttntfft 6 & v^t o t * s. «»j***©«tt^ 5 
ft, £©<£$ mnmr.m^y^- b * > h #5St»> < 7 

5>tt, *^-4^£?lJ£l4&k, B50^yfr-5>fc* 
Lfcfc©fcHi;Sift*aA/t*^5o bfrU Hi?JAD© 

X-3TV>*o S*55ttK^hy59, $fettgS55fc#L 30 
t°Xhy60S/c(»gB%ffl^r, §§§57*ftb 

«t k , s§§55 1 570BI.: Kpnfc«E«Rri!ift y-;wi 

X W/)*56 k g££ ftS o S^SPffittSfilSIlT'* o 

/£#£}I£-r5 C k §ffi<D®3ai«T«5 9o 40 

t?Xb^59*«55*«iL»UT, *«ft^L 
«?S%Sl2©4"\ffLtB1- 0 *bTrt/S-4**M: 

k U&t & jtiilSSfec}: tf / £ fcttfll* 
rin y^- h * y h*so8"Jol6«*Hi6ES L 

a5ffil63«feO»ai62*^LT, Sir a y^-Myf. 50 
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l6lEgSHLT^5o 3 y><- M y h I60icf;i$ttl64 

k, *©*£AoT^3^Jl64*Wl^gBffil63*# 
LT c ©a$#£« D Wit. RJWtfa y/<- h ^ y h 161 
fcffift&tf «£ 5 £ LT ?ESiJl64{±n y;<- h ^ y 

3» «$&^b$«*©&, #A-4£fl? k, £ 

ti\ 7cOBE*o*li50%W±OBE*3b^ y/<- M y M6 
0©*«p-r§aH - LT, &ft&EE;WfrfrSfc, A 

mmmmmmoym^xr-f 

«\ *6«>s^Roto*^tyo r-^i2o^#;ia^iai 

2CSto r- ^lZOfcl, «»JSSg*<ftl^*l»^T, 0 
l©{£^5tT/W-ytRblBt£b-n^o 

§ 0 C©r-^0»afflP1230W*SiUCtt, 7X122 

IC, ^-4Wm. 
013^M5t, T-7l20t>\ SSl25£«i6iASn/c 

0(Ctt, 3I»J«»3W*^TV^V^ r-yi20tt, *7^- 

J;^. r-/«ijafflfi«ST-»i< S8C3SP121 

Pi28©±{cfil{;:*§ 0 §gi29©ff©8!2iJ{±x xTo 
7;Wkt*fei6fc:, SPSP121©— 3— 3£566.nfell 
4*iibTffbffi^ns 0 ^bT, x7P7;Wfc£ftfc 
5Xh^"7^xe-X9A^atti$n?.o gfil25©ji 
ftKHtSPMBEHLTa:, 017tl8©^0|jfcMlbT 

S?©*« 

0 5 ©/^y ^-y©fM£H! bTlgi! bfcJ: 9 £, 
«ffll03V«l4^6ffbffi«tiSOkHUc, 3BKtf>< «y 
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y^-^*ftfr"rfl&*»ofta*3y*6ctwa* l io 

S»2O*OlB!|iJl0^?L«l4^6ffbtfJti:t, H 
fctfc, «JW*i<lli40*^a)?Lfr6*hffi«IBciMI![L 
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S?«^t^ft{i:?lflfSc:§S?»aaiSb<* 

fci8^6a**aaijsp«t*. 

tit, *0fS3lT***x7nvOH4, t^TOttW 

ny©e^2fg©S«£D^ 3 Mi?, 4^©tft 

Hfi^fi^tLT, §|14©M1J©, !©lP*D"f <* 
3fi<£> IDI, t&t>"Bfi*JBOWPSl7i:l8*B< 50 
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§o feU HHOlPgPOJf^ ^kM/co/c^L 

B4fc5£jj*U:. MlIWfTWf- 
#*#L<WP3**ttfc, «£*OSffiK:«fc5Slif:oa 

^<-Dfr<Dk&mz> 0 tlx, zftznk&vm 
mtiCtffUZItfrolio cna, -kb* ^ns© 

k , M»PIS o fdMT?H9J*affi 

x'mmmt, mb<iz, tmzm&Lx, we 
mmm\m\mmLtc±.x\ zmwifrmm 

mt>wc&me>, mmmz&mox, mm 

U BffibxmtZ&o'fvyy^ZftrcvJtu-f 
0 9 ftfcgfi 6 ti^V^T^ 7 fr- 1 %Se« 

tt, U7L)Sl4T*ltoftTV^ 0 g«6 0SllStl3ii, 
§ 0 ^LT, ccDgH(i, (a) '>4<fctHH, »S 

mm, (b) (/^7 7--^±co) gt§ort§ti%, g 

L<tt, (c) ,IWSW5fci50t-^ 
fcilf, (d) Km?SftftV>L55^*^MIlb/c 

Wc#t;fc2*©#opj£^6ft/tiiift§sp E |iciit , ft 
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p-7-tfll]$K-ra<);5t;:7W7A2 
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@U »SL<{±0.5kg«k')Sv^ 8S#rI&t-& 
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v 7 x if -x B * , v 7 x tf-atf* 
*«4tS. c(Dfi^v^^a^P-b7^-tc£x5 20 

mtmit. mmnm, BSjfcxrnvowfcT* 30 
a 0 

a 0 a»BIJte£& «#o«xya7^-;l/©»fffc:A 
T^5^ ^P^P-t ytf-tf, &l8Wfc!MfE§t;E 

itT'*<, «w«M$^feH-^tAnact^«* 
ts. c:ne»2o©cfcttSfci6T, ^Mttitaa 40 
icfflci^i^tMiwt^tato^Titff 

7d 7 ^ -froffl UT, ^07? t 
*5C4:^i»t, »9JliafflS!ft«*^lHlCfet»feo 
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a 0 ^-X20Ctt^'y^r-v ! l tfAoTI/^fA fr- 

x2o« mmi «na 0 ^^-^lEti^acsssz 
0 9 tcmirdmit, *mmm%%mmx&?x, 

»SL^«8?ttft^. gB6(^»-£ftf]£-y\ g& 

#£<fcoTflE$82ftT\ jg|&SII23<DT£flUi3;ft 
a 0 ffiffl#^Ei6»S23*fftfc. fffa22«{£ft 
T, TV- h24©}£K£ Lfc»gfitf§§§2 fcftfro 

rffbiw^na. ssi2{iEig$n5i:, Mtfi 

BllfcllMfcloTxTaTVl'KfcS,, SiJt^L/tfe 

^a 0 H9©Mia, mmmm^x^tmm^ 

®7 7ffcK{bJ<!s©£ 5 affiWjSOffiftjIfattiSWfcl; 
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L<H\ V^PTP-t^ytf— 26-r-^tHLnJt^ ?' 

7 d 7p -b 7 -9— fccfc ^ ©miT-ffl^ enas 
mmztts, mmmmmmmtt, rx7P 

y«iJ©i!SA» fcl/^SS-ei99l¥3^ 5 BKfcb 
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ffiHAtf WtttWi Lfcl993^ 5^210 ©^^HthB08/0 

t LT*Bia*c^$na 0 ?*67p^A^n/cif 

t m**, m o tc 7n 9 v Ait mn-o * * u ¥tt 
tAnmact^-eta rsi^fflL^fflj ^tuo* 

7p y 5 a 2 nmm t o r ^ a^tB s * t u 

«jtOV-f ^ P7P-tZ 7 -9--26^gK(Cg^ LT V^a 0 
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miefjg«28tfI^iMS 0 HMiiB»]gB28&, x7p WKftSltS. t&fe-S, SljgfiSi, »£L<«, ffi 
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ii, Xi";->32, 33, fc<fetf34%lD, ^MMJI^$ *fPM3SBfc$lLTfflV^V^p7P*^ 
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MSiciUTE^M^SJ^-et^gB^ ©ff^ffl^lttttS^ic, #£M)-£ti, 7W 

»9^e^P-t 7 -9--26^i or) ssHsn*. zi mowc+mmmttnwmmz*^ %m 

5W}&w%<Dfm*m&z#. y^-b24«, i#t ^tD&mimfroyy&xftm^mc&^xftfezft 

*Mm#%o ^P^P-b7+»--261i:S/c, (^*-frJ&) ttT, H#K*8ll%ffi^TiR 

40icJ:oT}ifj«Bl3tmLTV^o »SB13«, A?Wf^Ct^S„ lO»H- KA7°p7^ 

«ffll03!WSa!jH12CaEAt*a(lKjB»LTV^. -;l/*ifA,*a*T?^M-r5 1 LTt, 1#(C^D1L 

»SBi3tt, ^i4©?L^e»ffLHl$tifc»Wi? 1 ffScfctf-ctSo StoWfiS^SBibfckfCti, 

§ 0 LfrU HSWKtt, fiflti, fcj;*800~4.000+ 50 S)I4B#^(i, ISSIolPaSfctiSH, SI, t/c, g 
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SCt^tSo COltffiE.fcoT, It^tDiiilSl 
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•b y U * n 7n-fe y -9— tffiJ/BTft 

fc*^tSo ^LT, *»i5v^^o-/D-by^ 30 

siift, a#ffl»Bc«t)oTv^. coswi, am 

ftV^-p, t-^r-U Mrt*x#-fra©r-#£K 

Stx*- Lfca«0!RA:/a 7 -r -;U0ttSt*oa*& 40 
fcftf&So u©^x£-ff^fi, jifSKti, 
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gH28^ia®]i-§t, A;b7i8iti82«< 0 S§§ort 
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t*, m%m£vmm#w. {fhm\tr^?n 

5zk»Kft*. 7Wjg©At?«, TLO^t^^fig, 
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,H#ffSS$«A*5©E+SWSi,>fi@£fco 
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J6E, v^v^^^LltfiijgBWJffl-et?,©^ 
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»\ IfiS2 5^py©?L^oT^/c?), x7pWV 
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ns. ipj©3m^ ?l^©-*mx, *fc«^M3aa 

ii> #*c*v»l?->fXo«Hrtk:IBrr*j:i:««T?t« 30 
(4, ± 5 96fiCF0K3S«HT?, SVMC^UMtS+MX 

an csw^ x wr s y 7 7 « 

tt, 0.25-4.55 tuy<DWTtf-ffifcft1uLT^%L. 
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^y^ii4^ffli-r§t^i^ -@«-f^©M£ 

$fc(4, t^TOttW [Mg70fc72 
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gHCj^fcJ;^ §»£?LM©?Lfr?>ffLtB£ft 50 
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tt^^/u^V^. #£U^mMX©TO««, ^) 

MW, 4 5 ^ P J/ ^ 6 5 * P y O^-Y X© 
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WrtCx7p7;MbTtsrci&, -0©ffi»TSSfc^ 

£?mmtz>zttfx>%% 0 itisu nvxziEm 
%\cmx, m<D±.\zyy$L\Lwmt%zt^x% 

S-rsfcftKtt^ pg^-Cffio;:t*WSLi\ s 
te, KAJJHffl-rsoCffSLV^^X^feS, 0.5 
~125^n>©a^*ff«-rSfc«>lcH:, PgA^0.25 
~6 5^P^OHC265(:i:*M#K:»SU\ feU P 
CDILS^O . 5- 3 5 ^ P > ©IH E * S k t tt, fflMSS 
^MSOtefiKftESSo, 1 - 6 5 ^ p >©H©g7- 
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*M X* t, 0x7 a § o ifi&tf ft 3-55 

6 -10 5^ p y<JM%oM=?V'( X<D ©jb^filf t 

?U4, #£U<t4, $1 xio 4 - 
1 x 10 s fL/cm 2 lc4a?7 V^AftiaiBtJIt^nT^ 
So 1 (Wfctf, Sftr-T'O-gP) {4, WfrBlcB 2 

oap»Kiofl^6io.oooflo?L*^tyt)Oi:t*. *6 
E, ?LSf4, '>&<tt75%OBLho?ljb^<olEiBrt 

?&So 

yo*tK*ffl^sc ?L*W5naJI<D** 

cfctfMg-ttfcS. £?Ltt#v7, &«tt7UyK EE 
SLfc£7Ltt777?--y^, Sfe, #'J*-#*-HH 

a, n-x^-a^aita rzz\s*$7i 

#*-h J f', ILIIIqHO. 015-125 ^nyf7^;W- 
fc LTffiffltafc&E, 5 U#7ttft%itW(c£lLT 

i^a r^v#7j fc^trnsffsn/WdSha. c 

©£?ft7^b£-*«t(4, £?UI£g88ittK3&9tt 
ttSfct £liffl^5ftftt,\, ^©^ftif^ca, §§§ 

tiSSfflt^T^fctS. Br£©aU» (WfrS>lcu z ) K 
lOfr&lO.MOfflOftfcHttSfcl&fc U— lf-*ffifflL 

tia 0 

n&M©ii2 a if a,&jps -etc* i-># , tracts 
< ta C fctfSM: L < , WAfcf, 1 5 U FWT 
T\ «fcD»SL<tt, ZOS^OVWT, 
$«4, «103^6l55^oyO«HrtOJP«*tOC 

a 0 *?P§<Dgfif4, ¥fcjrC5*t£0SlT*fco 
^?Ll©?L^5)»J%ffLHi1-OE^Si:*Sx^;l, 

■eta. ?L©«ttHK«k:n«fS^ss^ 



(0!I;U4*, CLftO, ff£L<f4, HfHfc 

%tK& a».25^e.6 5^ay-efeao nn§y©?L 
mmm 

io t, ^L^jfitiSWicjgiij-rafeottao s^jg 

*>*Ck*<a$L<, ctUi, EESttO-fe^y^SISII 
20 gttf4, HmttSloaSfciEJSK-gCb/'ctftc, 
*?t, »M*x7o'/;Wt-r5fci&fc:, x*;U^-« 

a^PstcfijfflT-t a cfe 5 lefts. «sffi*-vo*ts 

^W/J^^^■ , t^'X^llf#ta^D*W^ «iSgPp n p 

*wjoi*ttc*^*, i^iiji-rafi^cojia 
30 *t#r#br, ^ffl^nT^aa^-eiifoL/cis^ 
r*t a «fc o eatr ftattntr ft 

is^sti, i^8oo~4, 000+ a (Khz) ©jast* 

«\ -s©3fr H wfirtt«$naiftoiicj;aL, 

nioaj^^Eitosa, s/ct4^/c^i) 

rfii^T'&atf, -igW(ct4^ i ~2oo P sioiSHrt, » 

£L<(4, 50~125psiOiBHrtKS0, IfXhy^a- 
B^ffl^act(cj;-3T, %4$-&5Clfc^-p#5„ ffl 

^e>na»jaissttijn^?.nai±^{4, ifttB^na 

fc«4T?*5„ HRWK(4, *^B^t4, »J©itefi^50 

■byf-*7X«t 5 *t < ^a t , asswaxrn voi/* 

50 ft x7 p 7;Wfc L fcS C If LtB^tia 
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-7, /^-S^OMJI©-* <*Sfi< K-Of fett 
«»©ISPg|5£38W-3 C U\ x7p 

oHPW^&if uw«ft* 0 tot, a#fcisifr5*i«a 

OSWFjl!0(iJOS*O5OO~2OO»T?**o fift© 

atasti, as, yxM^ffLffl$nsx7py;bc% 
ofctt?©Sfflfc«&su\, nmma^mt, c 

fcftfcf, HP»0'P^i:HP»on«o«oElltf«/h 20 

«at«:5 s < fuffl-rs c t ifi-vz Zc nvmnwrn* 
(aoTS«*pwti> 30 
*ftMi*fT*.*S£< o«f«*ji«-r*. 

tzmmmttztu ossjiczzztu tomct^ 
fflv^ns^ fflta^wt^st^nsTOi 40 

(i, ffl*&7>U*n;&-#2/©J: 5 ftfg»<M^7© 
fffl^tU^. $*©tt»31®AI«fctt3 

its mftmmmcmz&m&mtEtZa fct, 



m^mmn^xmmmmmimm lx l 
£oct\c%Zo cm, xTuvjimmmmr- 

TP-bytf— fr&OflMtfcgWRofci:* Ka»«K58 
ffiHJO/cfe©®A^ *;nt»0«S0jft*Bafrr S*^ 

if^tc j; ostein, tenons, iEg$nfetff«ti» 
swstinii4iiifTatf^t tec 0 W\6 

1^-ica0, ^LTT^pyp^y^-W*?^ 

;VtfoSlft^eiL/-ct^Ufci:f v-f ^p7 

€5) *»*fHB«-&S. lot, Wftttfesf, 1» 
^fc J;y'»«»MOH4Stt^«Att § £ 5 ft 

*^«-r§tV^Ct^$tlTl^o b^bCtlfi 

©nsosii'vofflffli^nfe, zLxmmmzmtDwyi} 
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$JWfc*LTiiD£U1*£ft5 5 0 »SL<(iSlR 

Mnmz&^Tm&mcmtzhT^mmm 10 

to©«#S*{JtJ£tSfcft©fre;fc?£-^ nfiRgg^Slft 
©Sffl©,££RilS-f S v-T * n fu -b 7 K J; 3 * 

mi^&THiW ngftbl .OOOagOl^-f nwfiosew 
* Off* L< {1***50 /i g^P.10,000 

it ttSJStxr o vowte t § $#©75ftifri4©& s nan 
*iffli*3<}:3&, ^«£iiF§£ft&$ft©K«t 
rttjSlfSfettaft*ti«. £i§{i, $10 /J 1 ^6300 20 
li 1, *0ffSL<^200/i l©!?, 

IS Lfcgg&O/ < f fr- S>±©— OOgSfr ?> 3fcO»N 

v < o^osa*» 5 ©'>«©$&££ 

fgfr 6 fc<fc tf&KAT'iig * ft S ©«;'>10#T'& § fe 30 

^«BM$nsfcft, ita^^^n^7Aoift (* 

£fi5;£ftfci:l/tfc, lil®#©*5*ftfi£<££T* 
«^ftJ;9o 

aaoiBW^^ * - * -oa** t - * -? a c t c 50 
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<fcDMf£ft6 0 iJ^ftfcMtg/^-*-©^ 
tfJ2ftS&S8©S) *K'>2-es*\ S/cai/hPI©S 
SgftCfctt5S^BulHl©S!lSJ; D'M }§# 

©MT&fc*tfe£-lT^-£Hi& < , (10H1«±© 

mmmiomimmm? u * - * - »js©) ¥ 

JSfcfcS^. *^©«f S U^ft^gWi, si 
n-t7^-^Sl^ratlibT--3©l%a»^#; 
P^Afk*fto§o roitLT, Sl©^^5>^ 

a, sa-s©B#rarttiss*ft/cSAi^M^T^ 
vms, sstts i^wrtt#s©sti%2oo/ig 

(Sfcttioojt g«**dtr-oos») %S^.Tffiff 
t«i:k*«a^«fc5£^o^7A{k«n?5. *Dig 

^ffi^ftaiti©^!*^* a t^P^ixftsn 

^t)*»AT-200fi gSUiL., *L"C«/MB5^0|BI1 
*Sv^fc§ftffl7, 25 /i g©l*«ttffl*ti*J:5K^o 

fiJS^n^ia, ^<6^©s»;tt^oTigH-$ 

ft5a o 1 Btof 

250|ig£S?fc*5»^ KXaBOV-f^ayn-fey 

i> *LT*©^tS«S4©Rrffitt©*S^ffl^tC» 

/eft, fe*yy*fctt«SbJ;a tbr^§p^©^< 

l^ftZ-c^gg^S^©***©!^, 

ft, fflWfiSfcKiiht § ffi* tt*SH § 0 
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§o »H4«#OKAK®SLT 

££ttg$©T£iim*5<fc?E*a;fc«>£, X7U> 
StV^CkSIMIc-rS. JH<KO#SfcLT, X7'J> 
f^£fMlSPfr P>lf LfflT «fc a fciR«<Stf3 5o 

t*v\ *6E, -Stt^ftttT, fed 
ym&zztso t-i^ymmtt, mmn%m 

m^rmo h^mmwcm mmmtir 40 

H14jOS^K M 1 5 $ 6 * S ffltot. THarr ison' s- 
Principles of Internal Medicine (gMS) J feAtf 
Tthe Drug Evaluation Manual, 1993 (AMA-Division o 
f Drugs and Toxicology) J fcHSWCftS,, ^ftl 
£k rv-y^^D>>k;HH)Ka (McGraw Hill Book Com 50 



pany) , £. 0 ttifiS^tlTfcD, If 

1% (0O*.tfJft#lk DNAse^Ka^iJ©j;d*gfiK) , 
fc«fc tf itfflluft L T^ffiS* 3££ 3 $ft> (#J x. fcf % 

§ ktb, nmumm^zz t ic h lt «^ < o^©fy 

itff 5 , w a f ©f§?M c Pi£ 2 n § © ft 
mmimbTmmn&oc uTmmzmm 

tjfr-stt csfe(ijfii}»u^;u) o»nu^;wi, msm 

m 2 c^tfe, * bra 9 icm^itcmm 6 a, 
*sn**3KiW!!f*o $5>K, njii-esnaiMp 

S«ffiBrtKgP»U *^-4tt^?UfiftIRDI«<o * 
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D<yhu i$ai<0fistt*«t#7t j f>-rv''iiii«±o^* 
tfiisns. sstc^a^isjsta^ti, asanas io 




7 



#I^F 3 3 7 5 6 3 7 

48 

KpjfM^ *LT#W*ffl£*#!i*s Sit 



9 




[S3H] immi 
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1 





163 



(27) 



HfflF3 3 7 5 6 3 7 



CIS 90] 

39 

A 




(28) 



ftif3 3 7 5 6 3 7 



mi 7H] 




(29) 



fffF3 3 7 5 6 3 7 



m \ 80] 








7*'J#£*S *U7*7l/-7*H ^ 


(56)##« #H ¥3 -37077 (J P, A) 


-*U- x;b ftz.; 102 


#1 ¥5-123399 (J P, A) 


i/aX*- J?i7'J- 7—9"- 


%M BS62- 130720 (J P, U) 


7*'J*£*B * l J7*;l/^7'Jtl ^ 


•m 0959-26774 (J P, U) 


-*U- x;U a-h 5 


HP] HS54— 106186 (J P, U) 




Mm BS50-53379 (J P, U) 




Mm HS62— 28762 (J P, U) 




BS36-3392 (J P, Y 1) 




M£ 8836-3391 (J P, Yl) 




*BWffN090642 (US, A) 




^H#l^tbH^P!2255918 (GB, A) 



(58)HSLfc#»(Int.Cl. , DB£) 
B65D 81/24 
A61J 1/14 
A61J 3/00 
A61M 11/00 
A61M 13/00 



